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The Status of Claims: 

Claims 1-71 are pending. 

Claims 1-35, and 64-71 have been rejected. 

Claims 36-63 are withdrawn from consideration. 

DETAILED ACTION 

1 . Claims 1-35, and 64-71 are under consideration in this Office Action. 

Priority 

2. It is noted that this application claims a benefit of 60/461 ,421 (04/10/2003). 

Drawings 

3. None. 

Election/Restrictions 

Applicant's election with traverse of Group II, namely Claims 1-35, and 64-71 in 
which compounds of formula I having heterocyclic substituents having pyridine and 
their pharmaceutical compositions on 9/7/2007 is acknowledged . Various groups I, III, 
and IV-V are withdrawn from further consideration pursuant to 37 CFR 1 .142(b) as 
being drawn to those nonelected Groups ,there being no allowable 
generic or linking claims. This also implies that any limitations unrelated to the Group 
II, such as aryl group, cyclic carbonate , pyridyl-n — oxy group, 1,3-oxazole, 
tetrazoyl group and other aminobenzisoxazolyl must be taken out from the claims. 



Applicants' arguments are as followed: 
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a. the claims have been restricted in five different groups; however, 
those groups are only classified in three separate classifications; thus, a 
prima facie case of serious burden has not been established at least with 
respect to the groups that are commonly classified. 

Regarding applicants' arguments, the examiner has considered applicants' view. 

However, there are five chemical different groups; they are unrelated, different 
classes and subclasses involved in the search of the unrestricted claims in spite of 
sharing the common class in some Groups. At one subclass of the one class, there are 
at least 1 ,000 patents to be reviewed. Moreover, in the instant case there are two 
different inventions I and II. The invention I is related to compounds of formula (t) 
of heterocyclic substituents with the side chain groups of the heterocyclic compound 
having a cyclic carbonate, whereas the invention II is related to compounds of 
formula (1) of heterocyclic substituents with the side chain groups of the heterocyclic 
compounds contain different kinds of heterocycles, such as pyridy group. 
They have different structures and different functional groups in the ring, thereby 
exhibiting a chemically different activity respectively. Furthermore, they are classified in 
different classes and subclasses; therefore, it is a burden for the examiner to search 
those broad classes and subclasses. In addition, each invention has a different use and 
effect due to unrelated substituents attached to the core of the compounds. 

1 . The inventions are distinct, each from the other because of the following reasons: 
Inventions I and III are unrelated. Inventions are unrelated if it can be shown that 
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they are not disclosed as capable of use together and they have different modes of 
operation, different functions, or different effects (MPEP § 806.04, MPEP § 808.01 ). 

In the instant case there are two different inventions I and III. The invention 
I is related to compounds of formula {1) of heterocyclic substituents with the side chain 
groups of the heterocyclic compound having a cyclic carbonate, whereas the 
invention III is related to compounds of formula (1) of heterocyclic substituents with 
the side chain groups of the heterocyclic compounds contain different kinds of 
heterocycles, such as pyridyl-n-oxy group. 

They have different structures and different functional groups in the ring, thereby 
exhibiting a chemically different activity respectively. Furthermore, they are classified in 
different classes and subclasses; therefore, it is a burden for the examiner to search 
those broad classes and subclasses. In addition, each invention has a different use and 
effect due to unrelated substituents attached to the core of the compounds. 

2. The inventions are distinct, each from the other because of the following reasons: 
Inventions I and IV are unrelated. Inventions are unrelated if it can be shown that 
they are not disclosed as capable of use together and they have different modes of 
operation, different functions, or different effects (MPEP § 806.04, MPEP § 808.01). 

In the instant case there are two different inventions I and IV. The invention 
I is related to compounds of formula (1) of heterocyclic substituents with the side chain 
groups of the heterocyclic compound having a cyclic carbonate, whereas the 
invention IV is related to compounds of formula (1) of heterocyclic substituents with 
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the side chain groups of the heterocyclic compounds contain different kinds of 
heterocycles, such as 1,3-oxazole group 

They have different structures and different functional groups in the ring, thereby 
exhibiting a chemically different activity respectively. Furthermore, they are classified in 
different classes and subclasses; therefore, it is a burden for the examiner to search 
those broad classes and subclasses. In addition, each invention has a different use and 
effect due to unrelated substituents attached to the core of the compounds. 

3. The inventions are distinct, each from the other because of the following reasons: 
Inventions I and V are unrelated. Inventions are unrelated if it can be shown that 
they are not disclosed as capable of use together and they have different modes of 
operation, different functions, or different effects (MPEP § 806.04, MPEP § 808.01 ). 

In the instant case there are two different inventions I and V. The invention I 
is related to compounds of formula (1) of heterocyclic substituents with the side chain 
groups of the heterocyclic compound having a cyclic carbonate, whereas the 
invention V is related to compounds of formula (1) of heterocyclic substituents with 
the side chain groups of the heterocyclic compounds contain different kinds of 
heterocycles, such as tetrazoly group. 

The search is a burden because each group is so chemically different to each 
other ; therefore, their corresponding searches are burdensome. Furthermore, 
M.P.E.P. Section 808.02 gives legitimate reasons for the Examiner to insist on 
restriction such as the case of separate classification, which indicates that 41 each distinct 
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subject has attained recognition in the art as a separate subject for the inventive effort, 
and also a separate field of search ." 

The requirement is still deemed proper and is therefore made FINAL. 

Claim Objections 

Claims 1-2,5,9-12 and 22 are objected to because of the following informalities: 
In claims, there are some aromatic groups or heterocyclic and heteroaryl groups are 
present such as aryl group, cyclic carbonate , pyridyl-n — oxy group, 1 ,3-oxazole, 
tetrazolyl group and other aminobenzisoxazolyl as W or B variable and these must be 
taken out from the claims except either of WorB variable must have contained a 
substituent having a pyridine group only. 

Appropriate correction is required. 



Claim Rejections - 35 USC §112 
The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 
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Claims 1-35, and 64-71 are rejected under 35 U.S.C. 112, first paragraph, 
because the specification, while being enabling for making salts of the 
claimed compounds, does not reasonably provide enablement for making 
solvates and hydrates of the claimed compounds. The specification does 
not enable any person skilled in the art of synthetic organic chemistry to 
make the invention commensurate in scope with these claims. "The factors 
to be considered [in making an enablement rejection] have been 
summarized as a) the quantity of experimentation necessary, b) the 
amount of direction or guidance presented, c) the presence or absence of 
working examples, d) the nature of the invention, e) the state of the prior 
art, f) the relative skill of those in that art, g) the predictability or 
unpredictability of the art, h) and the breadth of the claims", In re Rainer, 
146 USPQ 218 (1965); In re Colianni, 195 USPQ 150, Ex parte Formal, 
230 USPQ 546. In the present case the important factors leading to a 
conclusion of undue experimentation are the absence of any working 
example of a formed solvate, the lack of predictability in the art, and the 
broad scope of the claims. 

c) There is no working example of any hydrate or solvate formed. 
The claims are drawn to solvates, yet the numerous examples presented 
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all failed to produce a solvate. These cannot be simply willed into 
existence. As was stated in Morton International Inc. v. Cardinal Chemical 
Co., 28 USPQ2d 1190 "The specification purports to teach, with over fifty 
examples, the preparation of the claimed compounds with the required 
connectivity. However ... there is no evidence that such compounds exist... 
the examples of the '881 patent do not produce the postulated 
compounds... there is ... no evidence that such compounds even exist." 
The same circumstance appears to be true here. There is no evidence that 
solvates of these compounds actually exist; if they did, they would have 
formed. Hence, applicants must show that solvates can be made, or limit 
the claims accordingly. 

g) The state of the art is that is not predictable whether solvates will 
form or what their composition will be. In the language of the physical 
chemist, a solvate of organic molecule is an interstitial solid solution. This 
phrase is defined in the second paragraph on page 358 of West (Solid 

State Chemistry). West, Anthony R., "Solid State Chemistry and its Applications, Wiley, New York, 1988, 

pages 358 & 365. The solvent molecule is a species introduced into the crystal 
and no part of the organic host molecule is left out or replaced. In the first 
paragraph on page 365, West (Solid State Chemistry) says, "it is not 
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usually possible to predict whether solid solutions will form, or if they do 
form what is their compositional extent". Thus, in the absence of 
experimentation one cannot predict if a particular solvent will solvate any 
particular crystal. One cannot predict the stoichiometery of the formed 
solvate, i.e. if one, two, or a half a molecule of solvent added per molecule 
of host. In the same paragraph on page 365 West (Solid State Chemistry) 
explains that it is possible to make meta-stable non-equilibrium solvates, 
further clouding what Applicants mean by the word solvate. Compared with 
polymorphs, there is an additional degree of freedom to solvates, which 
means a different solvent or even the moisture of the air that might change 
the stabile region of the solvate. 

h) The breadth of the claims includes all of the hundreds of 
thousands of compounds of formula (/) as well as the presently unknown 
list of solvents embraced by the term "hydrate". Thus, the scope is broad. 

MPEP 2164.01(a) states, "A conclusion of lack of enablement means 
that, based on the evidence regarding each of the above factors, the 
specification, at the time the application was filed, would not have taught 
one skilled in the art how to make and/or use the full scope of the claimed 
invention without undue experimentation. In re Wright, 999 F.2d 
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1557,1562, 27 USPQ2d 1510, 1513 (Fed. Cir. 1993)." That conclusion is 
clearly justified here. Thus, undue experimentation will be required to 
practice Applicants 1 invention. 

Claim 33 is rejected under 35 U.S.C. 112, first paragraph, as failing to comply 
with the enablement requirement. The claim(s) contains subject matter which was not 
described in the specification in such a way as to enable one skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and/or use the invention. 
The claim is directed for the method for treating any inflammation since there are 
numerous inflammation diseases of lungs, joints, eyes, nose, bowel, kidney, liver, skin, 
central nervous system, vascular system and heart. The specification does not enable 
any person skilled in the art to which it pertains, or with which it is most nearly 
connected, to use the invention commensurate in scope with these claims. 

The claim is not directed to the treatment of the specific inflammation, but all the possible 
variations of inflammations and inflammation responses by administering a therapeutically 
effective amount of the claimed compound. The specification falls short because data 
essential for treating all the possible variations of inflammations and inflammation responses 
by administering a therapeutically effective amount of the claimed compound in a mammal 
or in a patient is not described in the specification. 
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In In re Wands , 8 USPQ2d 1400 (1988), factors to be considered in determining 
whether a disclosure meets the enablement requirement of 35 U.S.C. § 1 12, first 
paragraph, have been described. They are: 

1. the nature of the invention, 

2. the state of the prior art, 

3. the predictability or lack thereof in the art, 

4. the amount of direction or guidance present, 

5. the presence or absence of working examples, 

6. the breadth of the claims, 

7. the quantity of experimentation needed, and 

8. the level of the skill in the art. 

The Nature of the Invention 

The nature of the invention in claim 33 is the method of inhibiting or treating 
aberrant proteolysis, thrombosis , ischemic, stroke, restenosis or inflammation in a 
subject by administering an effective amount of the claimed compound to the subject. 

The State of the Prior Art 

The state of the prior art is the following below: 
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[0003] Proteases are enzymes that cleave proteins at single, specific peptide 

bonds. Proteases can be classified into four generic classes: serine, thiol or cysteinyl, 
acid or aspartyl, and metalloproteases (Cuypers et ai t /. Biol. Chem. 257:7086 (1982)). 
Proteases are essential to a variety of biological activities, such as digestion, formation 
and dissolution of blood clots, reproduction and the immune reaction to foreign cells and 
organisms. Aberrant proteolysis is associated with a number of disease states in man an( 
other mammals. The human neutrophil proteases, elastase and cathepsin G, have been 
implicated as contributing to disease states marked by tissue destruction. These disease 
states include emphysema, rheumatoid arthritis, corneal ulcers and glomerular nephritis. 
(Barret, in Enzyme Inhibitors as Drugs, Sandler, ed., University Park Press, Baltimore, 
(1980)). Additional proteases such as plasmin, CM esterase, C-3 convertase, urokinase, 
plasminogen activator, acrosin, and kallikreins play key roles in normal biological 
functions of mammals. In many instances, it is beneficial to disrupt the function of one 
or more proteolytic enzymes in the course of therapeutically treating a mammal. 

[0007] Factor Xa is another serine protease in the coagulation pathway. Factor 

Xa associates with factor Va and calcium on a phospholipid membrane thereby forming a 
prothrombinase complex. This prothrombinase complex then converts prothrombin to 
thrombin (Claeson, Blood Coagulation and Fibrinolysis 5:411- 436 (1994); Harker, 
Blood Coagulation and Fibrinolysis 5 (Suppl /):S47-S58 (1994)). Inhibitors of factor Xa 
are thought to offer an advantage over agents that directly inhibit thrombin since direct 
thrombin inhibitors still permit significant new thrombin generation (Lefkovits and 
Topol, Circulation 90(3): 1522- 1536 (1994); Harker, Blood Coagulation and Fibrinolysis 
5 (Suppl 7J:S47-S58 (1994)). 
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However, there are no conclusive data which allow the approval for treating all the 
possible variations of inflammations including the skin, bowel, and neural tissues by 
administering an effective amount of the claimed compounds. 

The predictability or lack thereof in the art 

The instant claimed invention is highly unpredictable as discussed below: 

It is noted that the pharmaceutical art is unpredictable, requiring each 
embodiment to be individually assessed for physiological activity. In re Fisher, 
427 F.2d 833, 166 USPQ 18 (CCPA 1970) indicates that the more unpredictable 
an area is, the more specific enablement is necessary in order to satisfy the 
statute. In the instant case, the instant claimed invention is highly unpredictable 
since one skilled in the art would recognize that the method for treating any 
inflammation or any inflammatory response such as inflammation diseases of 
lungs, joints, eyes, nose, bowel, kidney, liver, skin, central nervous system, 
vascular system and heart using the claimed compound would result in only the 
specific recognition of the claimed compounds' exhibiting antithrombic activity 
via direct or selective inhibition of thrombin ; this kind of treatment can be not 
translated to all the possible treatment of any inflammation or any inflammatory 
response in regards to their therapeutic effects because different parts of the 
body have different kinds of receptor sites unsuitable for the trihydroxy derivative 
of eicosapentaenoic acid. 
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Hence, in the absence of a showing of correlation between all the inflammations 
or the inflammatory responses claimed as capable of treatment by the compounds of 
formula I and treating all the inflammations or the inflammatory responses, one of skill 
in the art is unable to fully predict possible results from the administration of the claimed 
compounds of formula I due to the unpredictability of the role of treating any 
inflammation or any inflammatory response mentioned in the above using the claimed 
compound, i.e. whether promotion or inhibition would be beneficial for the treatment of 
the diseases. 

The nature of pharmaceutical arts is that it involves screening in vitro and in vivo 
to determine which compounds exhibit the desired pharmacological activities. There is 
no absolute predictability even in view of the seemingly high level of skill in the art. The 
existence of these obstacles establishes that the contemporary knowledge in the art 
would prevent one of ordinary skill in the art from accepting any therapeutic regimen on 
its face. 

The amount of direction or guidance present 

The direction present in the instant specification is that the compounds of formula 
I can help in the treatment for aberrant proteolysis, thrombosis , ischemic, stroke, 
restenosis or inflammation in a subject. However, the specification is silent and fails to 
provide guidance as to whether the inflammation diseases listed, such as inflammatory 
lung diseases, inflammatory skin diseases, inflammatory endocrine diseases, 
inflammatory kidney diseases, inflammatory liver diseases, inflammatory central 
nervous system diseases require the anti-inflammation treatment using the compounds 
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of formula I, i.e. the specification fails to provide a correlation between the diseases 
listed and the anti-inflammation treatment. Also, there is no direction and guidance- for 
the anti-inflammation treatment for inflammatory skin diseases, inflammatory endocrine 
diseases, inflammatory kidney diseases, inflammatory liver diseases, inflammatory 
central nervous system diseases . 

The presence or absence of working examples 
There is no working example for the anti-inflammation treatment of inflammatory 
lung diseases, inflammatory skin diseases, inflammatory endocrine diseases, 
inflammatory kidney diseases, inflammatory liver diseases, inflammatory central 
nervous system diseases. Also, the compounds which are discloses in the specification 
have no pharmacological data regarding the treatment of any inflammation using the 
claimed compounds. Also, the specification fails to provide working examples as to how 
the listed diseases can be treated by using the compounds of formula I, i.e. again, 
there is no direct correlation between the various inflammation diseases listed and the 
claimed compound. 

The breadth of the claims 

The breadth of the claims is that the compounds of formula I can be used to 
treat all the possible inflammations known in the medical area, without regards as to 
the side-effect of the claimed compounds on the stated diseases. 

The quantity of experimentation needed 

The quantity of experimentation needed is undue experimentation. One of skill in 
the art would need to determine what listed inflammation diseases would be benefited 
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by the affect of the claimed compounds and would furthermore then have to determine 
whether the claimed compounds would provide treatment of the inflammation diseases 
listed in the above. 

The level of the skill in the art 

The level of skill in the art is high. However, due to the unpredictability in the 
pharmaceutical art, it is noted that each embodiment of the invention is required to be 
individually assessed for physiological activity by in vitro and in vivo screening to 
determine which compounds exhibit the desired pharmacological activity and which 
diseases would benefit from this activity. 

Thus, the specification fails to provide sufficient support of the broad use of the 
compounds of formula I for the anti-inflammation treatment for inflammatory lung 
diseases, inflammatory skin diseases, inflammatory endocrine diseases, inflammatory 
kidney diseases, inflammatory liver diseases, inflammatory central nervous system 
diseases. As a result, necessitating one of skill to perform an exhaustive search for 
which inflammatory disease can be treated by the compounds of formula I in order to 
practice the claimed invention. 

Genentech Inc. v. Novo Nordisk A/S (CA FC) 42 USPQ2d 1001 , states that " a 
patent is not a hunting license. It is not a reward for search , but compensation for its 
successful conclusion" and H [p]atent protection is granted in return for an enabling 
disclosure of an invention, not for vague intimations of general ideas that may or may 
not be workable". 
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Therefore, in view of the Wands factors and In re Fisher (CCPA 1970) discussed 
above, to practice the claimed invention herein, a person of skill in the art would have to 
engage in undue experimentation to test which diseases can be treated by the 
compound encompassed in the instant claims, with no assurance of success. 



The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 1-2 and their corresponding dependent claims are rejected under 35 
U.S.C. 112, second paragraph, as being indefinite for failing to particularly point out and 
distinctly claim the subject matter which applicant regards as the invention. 

In claims 1-2 , the phrases " saturated or unsaturated which contains " , " the 
heterocyclic or heteroaryl ring contains " is recited. This expression is vague and 
indefinite because the term "contains " would mean that there are some additional 
components besides the saturated or unsaturated or the heterocyclic or heteroaryl ring; 
the skilled artisan in the art is unable to figure out what other additional components are 
present besides them ; therefore, the examiner recommends to change from " contains 
" to "has or have". 
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Allowable Subject 

N^2KAmidinoaminooxy)ethylJ-2>j3-|(2.2^inuoro-2-pyriily!ethyl)aminoJ-6-c>r«n<>-2- 

The elected species " nuo^phcnyijacctamidc - js 

allowable. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Taylor Victor Oh whose telephone number is 571-272- 
0689. The examiner can normally be reached on 8:30-5:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Janet Andres can be reached on 571-272-0867. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



Taylor Victor Oh, MSD,LAC 
Primary Examiner 
Art Unit 1625 y 



